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release & exceptional release

Policy

Therapeutic products manufactured by (Insert manufacturer name) are reviewed against defined criteria before being approved for release for supply. 

Human blood, cell and tissue products must meet mandated criteria defined in (Insert name of applicable regulatory Order) for minimisation of infectious disease transmission which includes donor assessment, infectious disease testing and microbial contamination testing. 

Additional release criteria are defined for each product type.
Products not meeting mandated and non-mandated release criteria may be released for supply under exceptional release. For non-conforming (Insert name of applicable regulatory body)-licensed products, the (Insert name of applicable regulatory body) must be notified, within 28 days, of the exceptional release. 

For unlicensed autologous products, or exempt allogeneic products, that do not meet release criteria, exceptional release may be authorised by the treating medical practitioner. (Insert name of applicable regulatory body) notification is not required. Exceptional release must be authorised by the (Insert manufacturer name) Medical Director when a product does not meet clinically relevant release criteria. Exceptional release may be authorised by the (Insert manufacturer name) Facility Director when a product does not meet technical release criteria. 
The exceptional release of products that do not meet donor eligibility requirements must be approved by the treating medical practitioner and the (Insert manufacturer name) Medical Director.

Application under the (Insert name of applicable regulatory body’s special access scheme) is required for the supply (for a single patient, on a case-by-case basis) of any unapproved (i.e. non-licensed) therapeutic product not listed as exempt.
Scope

This procedure for product release applies to all products manufactured by (Insert manufacturer name). 

Definitions

Release criteria: Predetermined specifications that must be met before a therapeutic product may be released for supply.

Release: Removal of a product from quarantine or in-process status when release criteria are met.
Exceptional release: Release of a product that fails to meet release criteria for supply. 
Distribution: Any transport or shipment of a therapeutic product that has been determined to meet release criteria or urgent medical need requirements.

Responsibilities

· The Facility Director or Medical Director is responsible for authorising the release of therapeutic products, except for heart valves. 

· The Medical Director is responsible for authorising clinically relevant exceptional release including when the product does not meet donor eligibility requirements. 
· The Facility Director may authorise technical exceptional release.
· The Quality Manager or delegate is responsible for reviewing and approving release documentation.

· The Facility Director or Quality Manager is responsible for notifying the (Insert name of applicable regulatory body) of the exceptional release of a non-conforming licensed product.
· The Facility Director or Medical Director is responsible for ensuring (Insert name of applicable regulatory body’s special access scheme) applications are completed and submitted to the (Insert name of applicable regulatory body), where required.  

· The recipient’s medical practitioner is responsible for authorising the rationale for exceptional release or application for (Insert name of applicable regulatory body’s special access scheme).
· The recipient’s medical practitioner is responsible for obtaining signed consent from the recipient for exceptional release of a (Insert name of applicable regulatory body)-licensed product or for (Insert name of applicable regulatory body’s special access scheme).
· Manufacturing personnel are responsible for the completion of processing records. 

Release Criteria

General release criteria for all (Insert manufacturer name) products
Mandated criteria for donor selection, testing and minimisation of infectious disease transmission are stated in (Insert name of applicable regulatory Order). 
Allogeneic donor eligibility is determined on the donor medical assessment, infectious disease testing and where applicable HLA/Blood group compatibility.
Autologous donor eligibility is determined on the donor medical assessment and infectious disease testing.
Donor Assessment/Evaluation
Allogeneic and autologous live donors of cells (e.g. HPC, MSC, platelet, granulocyte) or tissue therapeutic products are evaluated by a medical practitioner prior to donation as documented in Donor Evaluation. 
· Autologous donors

Autologous donors are assessed by the requesting medical practitioner. If donors are suitable for donation then the requesting medical practitioner will complete the applicable (Insert manufacturer name) request form. 
· Allogeneic live donors

Allogeneic donor assessments conducted for the (Insert name of applicable external collection agency) are recorded on the (Insert name of applicable external collection agency) Donor Questionnaire.

Allogeneic donor assessment of paediatric or adolescent donors collected at (Insert name of applicable paediatric collection facility) are recorded on the (Insert name of applicable paediatric donor questionnaire).

Allogeneic donor assessments of non-(Insert name of applicable external collection agency) adult donors are recorded on the (Insert manufacturer name) Donor Questionnaire FORM70.

Donor Infectious Disease Screen

Donor blood samples must test negative/not detected/non reactive for the following mandatory tests performed by a (Insert name of applicable regulatory body)-licensed laboratory:

HIV – NAT 

HCV – NAT 
HBV – NAT 
Anti HIV-1/2

Anti Hep C

HBsAg 

Anti HTLV 1/2 (plasma exempt)

Syphilis (TPHA) (plasma exempt)

Refer to Infectious Disease Screening for time of screening and further information for live donors. 
Microbial Contamination Testing

Aerobic and anaerobic cultures designated as a product release criteria must show no growth after incubation of not less than 7 days. All cultures must show no growth for specified exclusion organisms. Testing was performed by a (Insert name of applicable regulatory body)-licensed laboratory on the final product or as close as possible to final product.

Processing Records 

Documents, demonstrating processing was conducted in accordance with procedures, must be completed.
Additional Product Specific Release Criteria

Haemopoietic Products

Donor Blood Group (ABO and Rh)

Blood group type is performed on all donors of haemopoietic products, including autologous.

For allogeneic cell therapy products containing red blood cells: 

· results from two independently collected samples are required 

· one of the samples must be from the first product collected or on blood obtained from the donor at time of collection 

· results from a red cell antibody screen are to be available 
Viability

CD34, TNC (and for allogeneic products CD3) viability ≥ 70% post manipulation
Note: For Haemopoietic products stored for >12 months an additional CD34 & TNC viability assessment is to be performed prior to distribution.

TNC Recovery

TNC recovery post buffy coat enrichment ≥ 65% or, if <65% CD34 recovery must be ≥ 70%
TNC & CD34 recovery post plasma reduction and washing ≥ 75%

Allogeneic Serum Eyedrops

Sterility Testing
Sample of final product must Pass sterility testing. Required for allogeneic eyedrop products only. Testing is performed by a (Insert name of applicable regulatory body)-licensed laboratory.
Cell Expanded Products (Mesenchymal Stromal Cells) 
For each donation:

Cytogenetic Testing

Normal karyotype (MSC Cytogenetic Testing DOC106) 
Differentiation Testing

Tri-lineage differentiation capability: osteogenic, adipogenic, chondrogenic (MSC Differentiation)
For each product lot:

Phenotype

CD73, CD90, CD105 expression ≥ 90%  

Combined CD34, CD45, CD11b, CD19, HLA-DR expression <5% (MSC Characterisation by Flow Cytometry DOC105)
Viability

MSC viability ≥ 70%

Mycoplasma

Mycoplasma not detectable in final product. Testing is performed by a (Insert name of applicable regulatory body)-licensed laboratory.

Endotoxin Testing

Endotoxin < 5EU/mL. This equates to < 3EU/kg for a 75 kg patient receiving 2 doses of 100x106cells (i.e. 40mL). Testing is performed by a (Insert name of applicable regulatory body)-licensed laboratory.
Other Products

Additional product specific release criteria may be listed in the relevant product processing procedure. 

Procedure
1. Medical Director, Facility Director or Scientist in Charge to review processing records for all products and complete the following checklists for cellular therapy products:
Haemopoietic Products: Haemopoietic Release Checklist 
Mesenchymal Stromal Cells: MSC Release Checklist
2. The Facility Director or Medical Director to review final product according to the appropriate release criteria.
3. For conforming products the Facility Director or Medical Director may authorise product release. Record authorisation for release on the Release Form.
Exceptional Release
· For products not meeting technical release criteria, including pending test results, the Facility Director may authorise exceptional release.

· For products not meeting clinically relevant release criteria, the Medical Director is responsible for authorising exceptional release.

· In the case of exceptional release, the person responsible for authorisation (Facility Director or Medical Director) must notify the requesting medical practitioner of the non-conformance. The recipient’s medical practitioner may then authorise the release of a nonconforming product. 

· The rationale for exceptional release (e.g. urgent medical need) and the authorisation by the recipient’s medical practitioner must be recorded on the Release Form. The Facility Director or Medical Director may then authorise release.

· For autologous serum eyedrop products with microbial contamination test results pending, the medical practitioner’s authorisation for exceptional release is recorded on the Autologous Eyedrop Request Form. 

· For nonconforming (Insert name of applicable regulatory body)-licensed products, the recipient’s medical practitioner must obtain signed consent from the recipient.

4. Forward release checklists and release forms to quality personnel for approval.

5. Forward completed release forms and supporting documentation to the manufacturing staff. Manufacturing staff may then distribute the product as documented in Distribution.
6. Store the processing records and all supporting documents in the donor file.

7. If results (e.g. donor infectious disease screen, product microbial contamination test) received after release indicate that the product did not meet release criteria, the Facility Director or Medical Director must notify the consulting/requesting medical practitioner and complete a Product Alert Form.

8. The (Insert name of applicable regulatory body) must be notified within 28 days of the exceptional release of a nonconforming (Insert name of applicable regulatory body)-licensed product. The Facility Director or Quality Manager is to complete the (Insert name of applicable regulatory body) Exceptional Release Notification Form. 
A report, with details of the release and any clinically significant adverse events relating to the product’s use, must be provided to the (Insert name of applicable regulatory body) within 6 months of the exceptional release. 
9. Where (Insert name of applicable regulatory body’s special access scheme) application is required, the Facility Director or Medical Director must ensure that the (Insert name of applicable regulatory body’s special access scheme) form is completed, signed by the medical practitioner and faxed to the (Insert name of applicable regulatory body) within 28 days. 
Records

Release & exceptional release for all other products is recorded on the Release Form.
Release documentation is attached to the processing records and stored in the donor file. 

Records must be maintained for a minimum of 20 years.

DOCUMENTS 

Donor Evaluation DOC71

Infectious Disease Screening DOC74
MSC Characterisation by Flow Cytometry DOC105
forms 

Haemopoietic Release Checklist FORM166
MSC Release Checklist FORM172

Product Alert Form FORM85
Release Form FORM47


References (list any applicable references, eg.
1. Australian Code of Good Manufacturing Practice for human blood and blood components, human tissues and human cellular therapy products.

2. Therapeutic Goods Order 88: Standards for donor selection, testing and minimising infectious disease transmission via therapeutic goods that are human blood and blood components, human tissue and human cellular therapies.

3. TGA Guidance for the Exceptional Release Notification Form.
4. FACT-JACIE International Standards for Cellular Therapy Product Collection, Processing, and Administration.

5. NPAAC Requirements for Procedures Related to the Collection, Processing, Storage and Issue of Human Haemopoietic Progenitor Cells.

6. Biotherapeutics Association of Australasia (formerly the Australasian Tissue & Biotherapeutics Forum) ratified documents.

7. Australian Bone Marrow Donor Registry Guidelines.)
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